Abstract: Two patients with amyopathic dermatomyositis complicated by interstitial lung lesions were effectively treated with a combination of corticosteroids and cyclosporine and/or cyclophosphamide. A 48-year-old female patient was treated with pulse methylprednisolone and cyclosporine 2 months after onset of dermal symptoms. A 45-year-old male patient was treated with oral prednisolone and pulse cyclophosphamide 2 1/2 months after onset of dermal symptoms. Early evaluation of interstitial lung lesions and early extensive therapy may improve prognosis of interstitial lung lesions in patients with amyopathic dermatomyositis.
INTRODUCTION
Amyopathic dermatomyositis (ADM) is defined as dermatomyositis (DM) with a typical skin rash but without muscle involvement'l. Interstitial lung disease (ILD) occurs in both patients with DM and ADM. However, ILD progresses more rapidly in ADM patients than in DM patients, resulting in relatively poor prognosis for ADM complicated by ILD 2 -6 l. To treat ILD in patients with ADM, corticosteroids or combinations of corticosteroids and immunosuppressants have been used, but none of these therapies have produced promising results. There have been a few case reports in which ILD in ADM patients were effectively treated using cyclosporine 7 -9 l, cyclophosphamide 10 ' 11 l or methotrexate' 2 l. The efficacy of therapy depends on ~~-'*::t, ft\EEJ.:i.J, :E-ll'1\m{~, ' §'!T~, lfflFa,*bZW:i', 'ft!JIIffr!I'PJ Reprint requests to : Kota Sugisaki, Division of Rheumatology, Fukushima Rosai Hospital, Iwaki City, 973-8403, Japan. 103 several factors: severity of the lung injury at the time therapy is started; type and dose of the drugs used; pathohistology of the involved lung (usual interstitial pneumonia [UIP] , bronchiolitis obliternas organizing pneumonia [BOOP] or diffuse alveolar damage [DAD]). We report 2 ADM patients with ILD who were effectively treated using combination therapy : corticosteroid and cyclosporine for one patient, and corticosteroid and cyclosporine/cyclophosphamide for the other patient. In both patients, the therapy was started in the early stage of lung disease.
CASE REPORT

Case 1
A 48-year-old female patient first experienced erythema with slight itching in the back, palm and periunguinal regions of both hands in early October, 2000. By the middle of October, 2000, the erythema had spread to the forehead, middle back and abdominal wall. The patient visited the Division of Dermatology, Iwaki Municipal Hospital. There, she was diagnosed with dermatitis and treated with steroid ointment. Around October 20th, 2000, the patient experienced polyarthralgia in the bilateral wrists, metacarpophalangeal (MCP) joints, proximal interphalangeal (PIP) joints, elbows and knees. The laboratory findings for blood samples obtained on October 21st, 2000, were as follows: lactate dehydrogenase (LDH), 818 IU/l (normal, less than 420); creatine kinase (CK), 52 IU/l (normal, less than 140) ; Creactive protein (CRP), 0.8 mg/dl (normal, less than 0.2); erythrocyte sedimentation rate (ESR), 46 mm/h; antinuclear antibody (ANA), 80 X (normal, less than 40 X).
The patient was admitted to the Division of Rheumatology, Ohta Nishinouchi Hospital, on December 4th, 2000. On admission, erythema was observed on the bilateral extensor side of the MCP and PIP joints, bilateral ear tags, forehead, middle back and abdominal wall. Swelling of the bilateral PIP joints and wrists was observed. The patient did not complain of myalgia, muscle weakness or respiratory distress. Heart sounds were clear, and the patient had a normal pulse rate (60/min) and blood pressure (132/78 mmHg). Weak Velcro rales were audible at the bilateral bases of the lung fields. There were no findings of Raynaud's phenomenon or scleroderma. Computed tomography (CT) of the chest revealed increased intensity of the interstitial lung figures in the bilateral lower back areas ( Fig. 1[A] ). Laboratory findings of the blood samples obtained on December 5th, 2000, were as fo llows: white blood cells (WBC), 6400/mm 3 (normal, 3500-9000); CRP, 0.39 mg/dl (normal, less than 0.2); aspartate aminotransferase (AST), 27 IU/l (normal, 9-35) ; a lanine aminotransferase (AL T), 17 IU / l (normal, 5-40) ; LDH, 420 IU/l (normal, less than 220); CK, 51 IU/l (normal, 40 -150); free T4, 0.88 ng/ml (normal, 0.71 -1.85); TSH, 1.5 IU/ml (normal, 0.46-3.70); negative for rheumatoid factor (RF), rheumatoid arthritis particle agglutination (RAPA), anti -nuclear antibodies and antibodies to Jo-1, Scl-70 and ds-DNA; serum CH50, 54. mmHg; PaC02, 34.5 mmHg.
Beginning on December 4th, 2000, the patient was treated with a combination therapy consisting of the following: drip infusion of 1000 mg/ day of methylprednisolone for 3 days, followed by oral administration of prednisolone (PSL) starting at 60 mg/ day and reduced gradually; intravenous infusion of 10 g/day of human immunoglobulin for 5 days ; and 200 mg/day of cyclosporine. T wo weeks after the start of the therapy, the severity of the skin lesions was reduced. LDH and CRP were at nearly normal levels 6 months after the start of the therapy. The chest CT taken on May 26th, 2001, five and a half months after the start of therapy, showed reduced, almost normal, intensity of interstitial lung figures, as seen in F ig. 1 [B] . The clinical course of the patient's symptoms, her laboratory data and the drugs and doses used in her treatment are shown in Fig. 2 .
Case 2
A 45-year-old male began t o exhibit erythema of the nose and hands and complain of arthralgia of the wrists and PIP joints at the end of September, 2000. The arthralgia spread to the bilateral ankles, knees and shoulders. The patient observed a very slight reduction of muscle power in the lower extremities. T he erythema spread, first to the foreneck and forechest, then to the extensor side of the MCP joints of the bilateral 2nd and 3rd fingers, and finally to the malleolus fibrae. 3[A] ), which was only barely detected in the chest X-ray. Gas analysis of the arterial blood showed slightly decreased Pa02 : 81.0 mmHg. The patient was diagnosed with amyopathic dermatomyositis, and administration of PSL began on December 15th, starting at a dose of 60 mg/day and gradually reduced. Administration of cyclosporine at a dose of 100 mg/ day began on December 25th. One week after the start of cyclosporine administration, AL T was found to be elevated (324 IU/ 1). At the poililt, the administration of cyclosporine was stopped and drip infusion of pulse cyclophosphamide, 1000 mg per day for one month, was started. The chest CT taken on April 28th, 2001, five months after the start of the combination therapy, showed no progression of the intensity of the interstitial lung figures in the bilateral lower and upper dorsal fields (Fig. 3 [B] ). Thereafter, laboratory data values remained at normal levels, with the exception of an elevated level of KL-6 (1260 U/ ml). The clinical course of the patient's symptoms, his laboratory data and the drugs and doses used in his therapy are shown in Fig. 4 .
DISCUSSION
The 2 patients presented in this report satisfy the definition of amyopathic dermatomyositis 1 l, because both patients developed dermal symptoms typical of dermatomyositis without clinically significant evidence of muscle weakness such as disturbance of daily activities or elevation of serum creatine kinase. As is the case with patients with idiopathic interstitial lung disease, treatment of interstitial lung disease in patients with connective tissue diseases is difficult. Corticosteroids and immunosuppressants are used to treat ILD in patients with connective tissue disease, including ADM patients. Among the immunosuppressants that have been used, cyclosporine7-9 l, cyclophosphamide 10 ' 11 ) and methotrexate 12 ) have been found to be effective in treating ILD. The efficacy of a drug for treatment of ILD appears to depend on various factors, including severity of the lung injury and pathohistology of the involved lung. Obviously, beginning treatment in the early stage of interstitial lung disease can improve prognosis. Reports in the literature indicate that prognosis of ILD in patients with ADM is better when the therapy is started within 2 months after onset of interstitial lung disease, although it is difficult to determine the exact time at which a lung lesion formed. Ozawa et aJ. 9 l reported improvement of ILD in a patient with ADM whose combination therapy consisting of corticoster· 
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oids and cyclosporine started one month after the onset of lung disease, although the patient's Pa02 remained low (56 mmHg). Arterial oxygen pressure of the patients at the time that therapy is started can also predict prognosis of ILD. In a report by Ozawa et aL 9 l, in which only one of 4 ADM patients with ILD survived, the surviving patient had a Pa02 of 83.1 mmHg, and the 3 deceased patients had Pa02 values below 80 mmHg. The two patients in the present report were treated within 2 months after onset of the disease and, therefore, presumably within 2 months after onset of ILD. Arterial oxygen pressure of the 2 survived patients in the present report was above 80 mmHg (case 1, 98 mmHg; case 2, 81.3 mmHg), which accorded with their report. As for pathohistology of the lung, it has been reported that BOOP lung lesions are associated with better prognosis than DAD lung lesions in ILD patients. In a report by Toyoshima et aL 7 l, in which only one of 4 ADM patients with ILD survived, the surviving patient had a lung lesion consisting of regional alveolar damage, whereas the 3 deceased patients had DAD lung lesions, although all 4 patients were started on combination therapy with PSL and pulse cyclophosphamide 8 months after onset of dyspnea. A surviving ADM patient with ILD reported by Takashi et aL 11 J had a BOOP lung lesion, as indicated by an open-biopsied pulmonary specimen. The lungs of the 2 patients in the present report were not examined histologically. However, chest CT images showed the beginnings of interstitial lung lesions restricted to the back and lateral regions of the lung fields , thus resembling lesions typical of interstitial pneumonia. It is sometimes very difficult to perform early evaluation of interstitial lung disease in connective tissue disease patients using ordinary laboratory tests and chest X-ray examination. Chest CT is essential for evaluation of early lesions of interstitial lung disease. In addition, assays for protein products of alveolar type II epithelial cells, such as surfactant pr otein-A (SP-A), SP-D and KL-6, can aid detection of the early-stage interstitial lung lesions, as shown in case 2 of the present report. We thus conclude that, early detection of ILD and extensive ther apy with a combination of corticosteroids and immunosuppressants may prevent progression of interstitial lung lesions to life-threatening stages in patients with ADM.
